Introduction
The ulcerative or nodular manifestation of benign tertiary syphilis known as a gumma occurred in 16% of 1147 patients with untreated syphilis in the Oslo Study.' It is now rarely seen although a decline in incidence was noted prior to the introduction of penicillin.2 A gumma is thought to represent an enhanced immune response to Treponema pallidum as organisms are present in low numbers in the lesions. Healing occurs promptly after antimicrobial treatment leaving a "tissue paper" scar.
Many HIV-positive patients have a history of syphilis, and it has been suggested that the natural history of syphilis is altered in such patients with an increased probability of treatment failure, and an accelerated progression to manifestations of tertiary neurosyphilis.'3 In the last 2 years two cases of benign tertiary syphilis in HIV-positive men have been reported from London, and one in an HIV antibody negative homosexual man. 78 We report a further two cases in HIV-positive men.
Case 1 A 44 year old bisexual man presented in 1985 with a painless ulcerated lesion on the penis (fig la) . He had a long history of treatment for syphilis, which is summarised in fig 2. He was born in Jamaica, and received a course of bismuth in Antwerp one year prior to his first course of procaine penicillin in the UK in 1967. He had many sexual partners over the next 15 years, and was treated for gonorrhoea on four occasions. He had multiple courses of treatment for syphilis. On three occasions small dark-ground negative genital lesions developed in association with a rise in VDRL titre.
In the mid 1970s bilateral sensorineural hearing loss developed in association with interstitial keratitis. Despite prolonged courses of steroids and penicillin almost total deafness ensued over the next 5 years. The occurrence of these two features of Hutchinson's triad suggested the diagnosis of congenital infection, although they can occur in acquired infection. Mild aortic regurgitation was diagnosed in 1976. Whilst this may have been unrelated to syphilis, cardiovascular involvement is more likely to occur in late acquired than in congenital syphilis. It is possible that he had manifestations of both. The last treatment for syphilis was in 1984, following contact with an infectious individual, when he received epidemiological treatment with doxycycline 300 mg per day for 10 days. The VDRL titre remained at 1/64 before and after this treatment. During the intervening year he had reduced his number of partners to two, after being advised that he was a hepatitis B carrier.
The ulcer had been steadily increasing in size until it measured 6 cm by 3 cm. Generalised lymphadenopathy was noted. Serum antibodies to HIV 1 were present, and the VDRL titre was now 1/512. Repeated dark-ground examinations were negative. A biopsy was performed to exclude malignancy. The histological features were consistent with benign tertiary syphilis, showing granulomatous inflamma- 3) . Mycobacteria, fungi and treponemes were not detected by appropriate stains or electron microscopy. It was concluded that the lesion was a gumma, and absence ofnecrosis was due to the biopsy being taken from the edge of the lesion.
Benzathine penicillin (2-4 MU) was administered and repeated after 6 His sexual history included frequent visits to prostitutes. Over the previous 25 years he had received treatment with penicillin for presumptive syphilis at least 6 times, and gonorrhoea 10 times. Tetracycline had been administered for non-gonococcal urethritis on nine occasions. Serological tests for syphilis showed a positive RPR on undiluted serum, TPHA and FTA both strongly positive. Treatment with acyclovir and ketoconazole was commenced, and zidovudine 200 mg 4 hourly was added in 1988. At that time he complained of severe generalised pruritis. The possibility of lymphoma was considered, but chest radiograph, CT of chest and abdomen were normal. Excision biopsy ofa right inguinal lymph node showed follicular hyperplasia with plasma cell proliferation in the interfollicular areas, but no evidence of lymphoma.
In 1989 two nodular lesions, 0.5 cm in diameter, developed in his right groin. There was induration with superficial ulceration (fig 4) . Syphilis serology was unchanged from 1987. Histological examination of an excision biopsy showed the features of a gumma. Treponemes were not seen on silver stains, and no fungi or mycobacteria were visualised, or grown on culture.
There was no evidence of neurological or cardiovascular syphilis. Chest radiograph, cardiac ultrasound, bone scan and cerebrospinal fluid examination were normal. A course of three doses of 2.4 MU benzathine penicillin was administered over 3 weeks. The site of the biopsy healed uneventfully, with resolution of the underlying induration. gummas arise at increased frequency in HIV-positive subjects it presumably reflects a subtle alteration in the cellular immune response to T. pallidum.
As the precise nature of the immune regulation of latent treponemal infection is unknown we can only speculate as to how it is modified by concurrent HIV infection.'The most likely explanation is that the loss of CD4+ cells' or CD4+ macrophage dysfunction allows the emergence of a small number of treponemes and a subsequent brisk hypersensitivity reaction. It has been reported that type 1 hypersensitivity may paradoxically be exacerbated as patients progress to AIDS.26 In the two cases reported here the initial source ofthe treponemes was presumed to be old infection, there being no history to suggest reinfection in either case. In one case there was no rise in VDRL titre to assist in diagnosis.
Treatment for syphils led to resolution of the lesions in both patients. The past history of yaws in the second case suggests the possibility that either T. pallidum or even T. pertenue may become reactivated by concurrent HIV infection.
